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(57) Abstract: The present invention discloses a novel single nucleotide polymorphism (SNP) in the isolated 5 ; tandem repeats of 
the thymidylate synthase (TS) gene and methods for its use. The novel SNP, located in the 12th nucleotide of a 28 bp third tandem 
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region of TS (-6 bp/ 1494) indicates mRNA instability and thus reduced production of TS. In diseased tissue, such as cancer, reduced 
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or both together allows for prediction of a subject's response to chemotherapeutic and an ti -cardiovascular disease treatments because 
both diseases are related to TS levels in a subject. 
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US 6,087,486 A (WEINER et al.) 11 June 2000 (11.06.2000), SEQ ID NO: 

KAZUYUKI et ai. Identification and Functional Analysis of Single Nucleotide 
Polymorphism in the Tandem Repeat Sequence of Thumidylate Synthase Gene. Cancer 
Research. 15 September 2003, Vol. 63, pages 6004-6007, see entire document. 

MANDOLA et al. A Novel Single Nucleotide Polymorphism within the 5' Repeat 
Polymorphism of the Thymidylate Synthase Gene Abolishes USF-1 Binding and Alters 
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entire document. 
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document. 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 



This international report has not bee n established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. fH( Claim Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



j j Claim Nos.: ■ . . 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



Claim Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 0.4(a). 



Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Continuation Sheet 



1 . [X] As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable claims. 

2. O As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite 

payment of any additional fee. 

3- C] ^ onl y some of ±c re q uired additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos. : 



4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

The additional search fees were accompanied by the applicant's protest. 
No protest accompanied the payment of additional search fees. 
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BOX H. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

Group 1, claims 1-10, drawn to isolated nucleic acid molecules, probes and kits. 

Group 2, claims 1 1-20, drawn to methods for determining whether an individual has a heightened predisposition to cancer or 
cardiovascular disease. 



There is no special technical feature which joins groups I and D, as the methods of claim 1 1 do not r ( ecite or require the products of claim 
1 or invention 1. Even if they were to recite or require the products of the main invention, the main invention does not represent an 
advance in view of the prior art. Lou et al. (GenBank AF279906) teach an isolated nucleic acid comprising SEQ ID NO: 1, wherein G 
is replaced by C at nucleotide 12 (see nucleotides 132-159 of Lou et al.). Furthermore, with regard to claim 3, Dean et al. (US6087489) 
teach a single-stranded nucleic acid probe that hybridizes to the isolated nucleic acid molecule of claim 1. Specifically, SEQ ID NO: 16 
taught by Dean et al. is a 20mer nucleic acid probe which is complementary to nucleotides 7-26 of instant SEQ ID NO: 1, wherein G is 
replaced by C at nucleotide 12. PCT Rule 13.2 states "The expression "special technical features" shall mean those technical features 
that define a contribution which each of the claimed inventions, considered as a whole, makes over the prior art (emphasis added)." 
Since the main invention was known at the time of filing, there is a lack of unity of invention between group 1 and group 2. 
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